i w a r a , Mineo K o n i s h i , 360 S h i n i c h i Asakura (Spon. by D ! V i d y a s a g a r ) . Department o f P e d i a t r i c s , U n i v e r s i t y o f I w a t e , Morioka, J a p a n .
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46.8F4.1 Group A, when l i p i d q u a n t i t y was k e p t c o n s t a n t t h e v a r i a b l e conc e n t r a t i o n 1 0 mg/ml t o 40 mg/ml o f TA d i d n o t c h a n g e t h e P-V c u r v e and t h e CL. However when c o n c e n t r a t i o n o f TA dropped t o 5 mg/ml, t h e P-V c u r v e and t h e CL changed a d v e r s e l y ( p < 0 . 0 2 ) . Group B P-V c u r v e a n d CL improved t o maximum a t 800 pg i r r e s p e ct i v e o f c o n c e n t r a t i o n s . F u r t h e r , t h e l i p i d q u a n t i t y o f 800 vg t o 4000 pg had no f u r t h e r b e n e f i c i a l o r a d v e r s e e f f e c t . We c o n c l u d e 1 0 t o 40 mg/ml o f TA c o n c e n t r a t i o n , a n d l i p i d q u a n i t y o f 800 u g t o 4000 pg w i l l h a v e o p t i m a l e f f e c t on P-V c u r v e and CL when i n s t i l l e d b e f o r e t h e f i r s t breath.(*P5=5 cmH20 d i s t e n d i n g p r . ) .
-. 36l a n d o h R. a y e . Univ. o f C o n n e c t i c u t H e a l t h C e n t e r . S c h o o l o f Pharmacy a n d Dept. o f P e d i a t r i c s , Farmington.
High d o s e s o f c a f f e i n e (C) have b e e n r e p o r t e d t o be t e r a t og e n i c i n a n i m a l s a n d p e r s i s t e n t b e h a v i o r a l e f f e c t s have b e e n s e e n i n t h e o f f s p r i n g o f r o d e n t s f e d C d u r i n g p r e g n a n c y . We have c h a r a c t e r i z e d m e t h y l x a n t h i n e e x p o s u r e a n d e f f e c t s o n f e r t i l i t y a n d f e t a l g r o w t h r e s u l t i n g from continuous p r e n a t a l i n f u s i o n o f C a t d o s e s c o m p a r a b l e t o human d i e t a r y i n t a k e i n t h e r a b b i t .
The r a b b i t was c h o s e n f o r i t s s i m i l a r i t i e s t o t h e human i n m e t a b o l i s m o f C. 26 r a b b i t s were a d m i n i s t e r e d C d u r i n g g e s t a t i o n a t r a t e s
o f 0 , 1 0 o r 20 mg/kg/day v i a a n i m p l a n t e d i n f u s i o n pump. Does were s a c r i f i c e d a t 1 0 , 20 o r 2 9 d a y s , a n d a m n i o t i c f l u i d , f e t a l CSF, p l a s m a a n d g a s t r i c f l u i d were c o l l e c t e d . F l u i d s were anal y z e d f o r C a n d i t s m a j o r m e t a b o l i t e p a r a x a n t h i n e ( P ) , a n d f e r t i li t y a n d f e t a l growth were a s s e s s e d . P a n d C were homogeneously d i s t r i b u t e d i n f e t a l f l u i d s .
Mean a m n i o t i c f l u i d t o m a t e r n a l plasma c o n c e n t r a t i o n r a t i o s were 0 . 4 a n d 0 . 6 f o r P a n d C, r e s p e ct i v e l y , i n c r e a s i n g t o 0 . 7 a n d 0 . 9 by t h e e n d o f g e s t a t i o n . Methy l x a n t h i n e e x p o s u r e d i d n o t a f f e c t p r e g n a n c y r a t e , l i t t e r s i z e o r f e t a l w e i g h t .
L e n g t h , b r a i n w e i g h t a n d l i v e r w e i g h t a t 29 d a y s were n o t s i g n i f i c a n t l y d i f f e r e n t ( p > 0 . 1 ) . We h a v e d e m o n s t r a t e d t h a t p r e n a t a l a d m i n i s t r a t i o n o f C t o r a b b i t s r e s u l t s i n s i g n i f ic a n t f e t a l e x p o s u r e t o b o t h C a n d P. T h i s e x p o s u r e a t c l i n i c a l l y r e l e v a n t l e v e l s d i d n o t l e a d t o s t r u c t u r a l t e r a t o l o g y o r a d v e r s e l y a f f e c t f e r t i l i t y o r f e t a l g r o w t h . The p o t e n t i a l f o r l o n g -t e r m a l t e r a t i o n s i n b e h a v i o r ( b e h a v i o r a l t e r a t o l o g y ) , however, r e m a i n s by M. DELIVORIA-PAPADOPOULOS).l. C e n t r e Rech. B i o l . Dev. Humain, U n i v e r s i t k d e Nancy I -2 . LEAS S y n t h e l a b o , P a r i s -FRANCE.
D u r i n g S , b r a i n a c i d o s l s o f t e n a s s o c i a t e d t o b l o o d a l k a l o s i s ( 1 ) l e a d t o a r i s e i n b l o o d -b r a i n [ H+] g r a d i e n t (G [H+] ) . Accord i n g t o t h e pH p a r t i t i o n h y p o t h e s i s FB s h o u l d be r e l e a s e d from b r a i n t i s s u e . To t e s t t h i s h y p o t h e s i s 11 p i g l e t s l e s s t h a n l o d a y s a r e s t u d i e d (mean w e i g h t i
1 SD : 1 . 7 + 0 . 6 k g ) 6 t o 1 2 h o u r s a f t e r a n I P d o s e o f 10mg/kg o f PB. S a r e i n d u c e d by p e n t y l e n t e t r a z o l ( P -1 0 0 m g / k g , n = 4 ) o r b i c u c u l l i n e (B-0.6 t 1 . 2 m g / k g , n = 7 ) i n s p o n t a n e o u s l y b r e a t h i n g a n e s t h e t i z e d a n i m a l s ( u r e t h a n 1 2 . 5 % s o l , 1 5 m l / k g ) , P a 0 2 , P a C 0 2 , p M a , b r a i n t i s s u e pH (Roche e l e c t r o d e ) , b l o o d and b r a i n P B c o n c e n t r a t i o n s a r e measured. S l a s t e d f o r 3 t o 1 7 min. Mean c h a n g e s a r e a s f o l l o w s : pHa PaC02 Pa*
G [H+]
PB a r t . B r a l n PB (rnmHg) (mmHg) ( n r n o l / l ) pg/ml pg/ml B e f o r e S 7.45* 36i5** 76+9** 57+20** 9 . 6 i 3 . 0 ' 7.9i3.9' D u r i n g S 7 . 4 3 26+5 96+10 96238 9.1k3.4 8 . 5 t 4 . 4 D u r i n g S , t h e b r a i n / a r t e r i a l P B r a t i o ( b / a ) r l s e s f r o m 0 . 8 3 + 0 . 1 8 t o 1 . 0 3 + 0 . 3 0 ( m + 1 S D ) . I t i s > 1 i n o n e c a s e b e f o r e S ( 1 . 0 8 ) a n d i n 7 c a s e s during S (x2 = 7 . 0 , p < 0 . 0 1 ) . T h i s s u g g e s t a n u n e x p e c t e d PB i n t r u s i o n i n t o t h e b r a i n d u r i n g S w h i c h c o u l d be r e l a t e d t o a n o p e ni n g of t h e blood' b r a i n b a r r i e r (BBB) a s s u g g e s t e d by 1 ) t h e c o r r e l h t i o n between b / a a n d AG [li+] ( r = 0 . 6 7 , ~( 0 . 0 5 ) a n d 2 ) t h e t r e n d t o -!??% .%1~OEf.~%t,'r4,", bf:KTi$e' Flas' 5,P,Bi%n,dc ,bBo"s' ?s k$h$%am"+~t8"~&fi~ BBB openi;lgand t h e ~f s h l f t l n t o t h e b r a l n . 1. P. M O N e t a , P e d i a~r .
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